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(54) Title: REMEDIES FOR MAMMARY CANCER 
(54)SBH0)*&: SUS&fcB 

(57) Abstract: It is intended to provide tissue-specific remedies for cancer which exert a therapeutic effect on mammary cancer. A 
human monoclonal antibody containing the amino acid sequences represented by SEQ ID NOS:l, 2 and 3 in Sequence Listing in the 
hyper-variable region of the heavy chain and further containing the amino acid sequences represented by SEQ ID NOS:4, 5 and 6 in 
Sequence Listing in the hyper- variable region of the light chain is associated with an antitumor substance by, for example, bonding 
the antibody to a liposome having the antitumor substance encapsulated therein. 
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10 ist5*s^«^snT^5. m*.\z. mm*®®? % z 

V>3 i^W <b . Cancer Research 47, 4471 (1987), ffi * £ > 
15 1* $1 BS 58-13403 *t & $ ) . 

e>X^U-->^$tlfct h * / ? □ - :r- ;U ffi # T & 3 G A 
HlS#*<ft6ftT^5 4-346918 R «r ffi ¥ 5- 

304987 -« tnt £ te ft jg \Z 

s^tt^e>x^u-->^$nfcGAHtrt#®, mom to 

£ , JL**^-yyr>tLfctt#IS*i:bTtt.-' 
HER2(human epidermal growth factor receptor 2)lCtt -5 fet 
25 # (IBi'R WO 89/6692 # & « * US ) ^SftlXSHTH 

s *« . £ <z> ft & f* , fetfctY^xi^ro^/^n-t^fi 
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in situ A -f y U ¥ -f -tf - > a XSfcgfcflJ^TttR-t©"*)© 

t bft*ot;^D-t;nlt#o«^, T?7.s*©jri#<*: 

58 §U © ft 

* » bj « 6 tt , GAHttft^. w « , * m & £ £ © m it f§ 

Bj£v^jitt*t> 

(1) 2ft©jgiiJXSttK:. E$)£ofi»#ti t 2 & 3 
©75y«E*J*£*» g£©jBpJ&£8£. £ 7!l $ © £ 81 

*n#£, £©ttfcfc££LfcffiB*tt*Ki:&#tr?L«J&fK 

(2) t/?D-tMS#^, £8J3t©i2?iJ#^7©75y 
®E3aj£^Ofi£pJ£ Efll*©£7iJ#^8©75y 

«Efl*£tr6B^£««££^trfe©T?**t&EK:3a*© 

(3) ffiM*tt»H*rtS"r5 u #v-A©5ffifcttft**g 

IBKl8E«©?Lffite«3g. 
( 4 ) JHR*«©-«j&*-?KS Mb £ ft U * V - A fc , 
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(5) R#OlS^l*J7K5 FftiJJltJH:»LTO.' 
i~2 ; e^a6"r*5ittiBK:is*©a«i&*ISS. 

(6) TU-T5H»fcffT*UtfV-Attt#fc*0-rtf* 
£S Jit l& . 

( 7 ) y # y - a © ^ jg id $ 6 id * u 7 ;p * i/ > ^ u □ - )v 

10 (8) 3j?U7;p^u>^'j^-;p«»*^tr^^«b©«s^s 
^u^y-Ai:^in57K5 1Mb Hi ft i t ;mc *f L x i 

(9) 7l/-f$ HftBR©7l/'f 5 Hit, ^ * - ;i/ * * tt 

15 ^tsciitio, u * y - a © & m \z # u 7 ;p * v > ^ u 

o 

(1 o) # y 7 * !✓ > if u a - * » # *« # u x i/ > ^ y 
3-*»#T**1»efcB*©?L*te**. 
20 (ii) tfy7;i/*^>^y^-;i/SB#£^tMb£^#2o 

(12) 7i?'JX5 i U>^ij3-;i/g|5^©^^»^2, 00 0 

~7, ooo^;i/h>T7*sffiEfce«©*LSte*8. 
25 ( 1 3 ) 4a## F (ab ") 8 7'5^^>h7f»S«lEKE« 
©¥Lffite&&. 

0 ® © ffi ¥ ft R m 

»i8tt, gah m^©?L3Siraflatt{c*frstijtai$ij^m* 
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#&$©&£?&&&«;, MllO^pf^^^l', SB ^iJ * OD SB 

5 yij # # i , 2 3 or s. ; mmmz$ ^mom^imm 
« k , e *j * © e ai # a , ss^ 6©7 = ytE^js^tf 

* » « * H T , ?L & & li£ <h , ffllr»*trt#*tR*tt* 

10 ^ti(Bia*fcttlft»i^tr?L«k:^'r**i«flFffll*ti*-r*. 

# » , GAHR#«t?L«aKifc»rftE*tt*wr* 

Ttt*nfc"b©T»S. GAHjftfcK:*V>T, E ^ © E ?IJ 
15 # * 1 , 2Rtf3©75yiEJ!tt, a^pT^^^© + Tfe 

© 7 s / & E ?>J > ««Bj««*© + T?t>iePl*««tfftf 

ns. *^ ^ * * « tt . fcgE^D^'J >©tt#£UT©ft»tt, 
ffilf &£*<hffi#©iiii!i£&ft&£&£-r £ *>©T& D , ffi *8 
20 tt^^^<hfei^«n^. lot, )&>j&>SiBnJg«*ttft©« 
««fi&©ffi#fi3fcT&c>Tfc«ttofc^. ?" £ to .5 , GAHlri 
^^^^©©^^m^^W-rSJfE^^GAHjii^tifl^fC* 

25 ««©fi"J3C««fc, E9a*©E5»J##l. 2 & 3 © 7 5 
y B E *l * £ * , e*©iB^£ffttlC. E*l*©Eai##4, 
5&tf6©7sygsE?iJ£-&frfc©T&£. :ne©7$; 
k e » . ® # > s«Rtf««©£«©3-3©jBT«jse«*fc, 

N * «m & , E*!IS©Efll##l, 2Rtf3fttf»;:Eaia 
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© e ai # # 4 . 5R^ 6©iT?^n^n§sns. # « w 

£ V> T , &Sil^£©Kifcttft«fcfc>fc^ttH-T?-ffl5©7 

5 tins. 

& # A & U >A*i?')7$in-7|fit0A'f 7U K — 
"7 ft « L , ±e©«r£©7S/»K7iJft*-rs , &©&aiR 

10 A^'JF-Tli.A.Imara^OMtCance r R 

esarch 45, 263 (1985)) \zmCX . S T . 

fts#^e*w$nfc«mjR©'J > a s& a> e> , u > ;t ft j£ 

EiB^LTi^tlS. i^tlfcA-fyj K - 7 © ± fit ft jl 

x>if<A^Ay7yii<K«i;oiittft*rm#ftg£T£ 

A^'JH-TSIDJL ?P-x>^ft?r5. 

S £ , A^iJF-VOlii^, flf [R. C. Du 
h a m e 1 £ , J. Immunol. Methods 31, 
20 211 ( 1 9 7 9 )) tiDt^D-T-JHSft^Sfil/, S 

3t**75^;H/, £ & ^ 1* , * a © * Jin » , a a « s c 

£8«te#£#i,TttRfcttftjK-rft#ft. * a « , e jiii « 
t^itii, K«itft*s^v»ti#fta»j-r*. * fc . a ii 

j£ ft ft J£ $£ L T , & JUI £ lc . J:9#«©ffi##JSS&L, IE # 
SB Jfc K: tt R Jfc fc V> jfe , t>l,<tt«i*Aiii*©tt#£lHlg« 

©R^ttL^^viStffftajwr*. 
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£ *i 5 . ft ft & ± a -< 7 »j H-T^e>> ft->7>i^7 

- V y - &<£ Uf f AS CCasara £ , DNA, 2, 329 (1983)i 
5 "CmRN A^ISLT, * U (dT) ^HT-$fflUT 
f (DcDNA7'f^7U-SfPSJt5. & ^ T* , cDNAC 
(dG) r - U > ^ £ fr ^ , I0d Gf -;H:A^ ^'J ^'f 

Ifif. 3£$jt£^©£4&®&K?iJ$#£:/D-:/<>:LT 
10 PCRfti:J:oT,tt#S3-Ht5cDNA*i*$tti. 
^ © & , DNA©*«¥»^b*ff^, ll^lftt-toT^ 
;^6fflDtf IfcDNA* pUC-1 1 9^<D^7D-->^^ 
^^-tClJfAl^S ange r £ © v x * * -> & ( Proc. Natl. 
Acad. Sci. U.S.A., 74, 5463 (1977)) IC <k o T 0 1 S IE 

8»7i;i!S?lTl^n5^T^. £&££#£&© 
Jfe * ^ * © tt S SB JiJ . WilBNu c 1 e i c Ac i d s 
Research' 14, 1779 (198-6), The Jo 
urnal of Biological Chemistr 
25 y 257, 1516 (1982)*5«fctfCell 22, 1 

97 (1 9 8 0) \zmm<Db<D tmcmmz&t zbwj: 

e RDF.RPM I 1 6 4 0 *i*«|l*ffll>T**t5 
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5 ana as t & tt&fSSt^^-tbT. pkcrh2 t = a & , 

Nature, 307, 605 (1984)] & £> 4# PJ ¥ 5-304987 ^ & $8 © 0 1 

Jfctt0 2 (lilfcf i-Ciit^it^-ef SpKCR 
( A E ) /HtpKCRDHJf AI/> CHOM < ^ W = 
-X A-f7^- IP A UK) 90«±tTJ»'S4t4 C t fc 
10 iOHSii^TtS. #J fcf , lilfif OS^iCH i n 
dlllM£ttflnLfcfc©£pKCR ( A E ) /HCH i nd 
III $ & £ }f A b > £tcZL<D7y7>$ FCS a 1 I SB ft K D H 

jgfCMi!l;iiEc OR I«{fc*ttft]Lfc'b©£pKCR 
15 DCEcoR I^fifclfAl, 2?)l;:oy7X5 F0S a 
1 IgPfitCfeDHFRJt^^^ifAl-S. «^7XSF*C 
H O d h f r - [Urlaub G. & Chasin L.A., Proc. Natl. Acad. 
Sci. U.S.A., 77, 4216 (1980)] 9 © 10 £ £ U > S * )V > 0 A 
ft If S A L , 2*^:*^K*£*&^a-MEM**tt«fTr«! 

20 J* -r s mis 6 » $6»ctt#&S4r*iBje&a»jrsit 

25 iritttLTtt, Xtt fcx & Br tf- ( ft # 

WRTSfcfo? ? V * > h (MXlt* F(ab'), F(ab*)2, scFv <- 
* ® m ft ) fc i* ) © fc , «**MtXtt£ttLfclftfl:fc££ 
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6 % v x *> o % & h & m \z m k t tt tt n & & & i» . 

5 l> # , #J A tf , H * V ^ f 1/ > (7 H 'J •>>), y 7 7 

V -f > > , fc? > 7 7 7 > , 7 7* 7 ^ > > 5 - 7 ;P * D 9 

7 ;p ( 5 — f u ) mommmm < *t « a ) ; u -> > a . -77 

f'J7 h * -> > «S © # * ; 7>ft>XRNA ; 36 lc -t *l 
S©*¥ttlC#i^$*tt;fttfRS#fc£Sfln> 

10 * s . £ n 5 © <» k « . rUBss,*^A-r§*^> g » . -t n 

z&mm-i * > tt * » t © a , wz.&, 7 x > ® & > fee® 
15 & , ^ * * s > k , Rtffn5o»i#toji^jfiu>. 

■^©•jjH.v-Acasia'fctiflc&iB^Ts^ft*, a * * k: fa 

20 #5SE©?LJISJ&*3ifc4sHTtt, irEfflj5lt!fe$!!lft£rt£t"5 

U. # y - A © * iii tt # IS £ 3 1* S C £ K: <fc 0 , trt Ja 

■jjsv-i»*i)St*fi*ti/Ttt, m %. \$ > ^ & v ^ 
> ( #j x. « , w n v > > , ^£i/yf >) « f ;^*n-f 

25 ;i/ 7 * 7 7 7 ? V )VU U > ( D P P C ) , y $ 'J X F -f Jl' 7 t 
X77?^Jl'3 l J>(DMPC.),^Xf7D'f^ 7^77 
>> ;P □ "J > ( D S P C ) > '7 * U * <i )V 7 * 7 7 7 ^ 7 jun 
iJ>(DOPC),y^UM;l'7^77f>';H^/- 
;P75> (DMPE), ^/WR h-TJl/ 7*X77f y;H^ 
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/-;U75> (dppe), v*u*'(A7*xy7?i;)isx 

^y-f7$XD0PE), V n )l 5 F^^7;tX77f y 
> Wl ( D P P A ) , V n )V 5 K -f ;i/ 7 * 7 7 ^ V )V if u -fe p - 

;p (dppg), v ? 5U7h-r;P7^x775 1 ^>^ (dmp 

5 A) H © U > Hi M , X7-f>=r»I8K» ^UirnttJ&KS© 

«t jib k , m to m > saKtt^jj^^^^f^T^t-^A 

(dialkyl dimethylammnonium amphiphiles), # 'J ^ 'J t D - 
^TJ^JH-Tf, * U * * -> X 1/ > 7 )V * ;u X - t- ^ 
^ (Liposome Technology, 2nd edition, vol.1, 141, 1993), 

10 7J^;^'j3yH." 7 ;i/ * )v * j- )v if >v % s. h , 7 ;u * ;i/ 

ya-i'D-XI^fik v> 7 ^ * ^ # 'J * * X > X 
-7-)V, is 7 )l *r )l # U ^ U t D-jH-fJl'f ( Liposome 
Technology, 2nd edition, vol.1 , 141 , 1993) , t+yl? 
^-#'J?L»*©MaJKtt7*ny*#*fc#S ( ft * ¥ 
1 5 6-508831 # & $ ) fc £ * £ \1 %> £ £ # x t Z tfi , E *l & IR 
IStl^^tlUH. iin?,©llgM«m3£T, X « 2 S ± 
£&#.£fri£Tffl^£ H £ # 7? # . * £ K: □ l/Xf d-j^ 
© # a * K , DC-cho l (30 -IN-(N',N'- 
dimethylaminoethyl)carbamoyl]cholesterol) 3? © □ X x □ 

U^V-AC^UTtt, # U 7 ;p * V > if U □ - )V £ ^ tr 

JH^y-^7i>&i*0?H5 KftSnfcBB ( * 9I ft) 
25 a *3 V> T r T K 5 H IB » J £ P? ^ . ) ^ffll^^i^ff 

^IBMKtftS^l'-rs Mb »»©«&«. 9ft, 
& 0 . 5~10t)UT<55. 

^tst, © £ 4£j 7 = ;si;sstt*tt57i/^ 5 
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Htf ft^ft X7 7f^;H^;-^7S > (PE) 

f* * y □ -r a > ^ > y -f Ji/ s , 7 x - ji/ y v ;i/ % ^ <o 

JiS^:^^-e^T ! fcck<, #J x. tf , N - (€-TK5K* 
5 ^D>fJ^^y) 7j'«>>'f 5 H, N — 1]r & i/ > 5? )V 4 
- H7i-*) 7 ? !✓ - K N - If 7 > < 

S ;p 4 - (p-7H$ h'7iIJH yDEt^-h, N 

tf5:t^Tt5, PEHTlJv/tJH KJ^^77 
10 fyJH^/-^7;>(DPPE), -7 5 UKJl'7^ 
77f-7iH^/-^7i> (DMPE), V * V 7 
7 7 7f yJH?;-JP7$> (DOPE) <f©7*'X7 7 
fyJH^y-f7; >»tfffifflTf#5*«, # £ b < « D P 
PEt*5. ISfiE^iLT, £ S> K 7 x 7 U ;P 7 5 > , v> 
15 * ^ ;P 7 * * 7 x - h fc £ © ffi * tt £ ^ A, T V> T <b J; V> . 

u # 7 - a « . *<»*©-»* & tt£«**&*i£A/ 

20 3 'J > i ^jhcMIt, 3U7xo-;u#o. 3 ~ 1 ^ ;k 
$? £ L < « 0 . 4-0. 6tJk 7KUMt7^X77f 

>? ;p x * 7 - ;i/ 7 5 > £ o . oi~o. 2t;k #p £ u < & 

0. 0 2 ~ 0 . lt/k ££{;:|f?£L<teO. 0 2 ~ 0 . 0 
5ti^ttrligIISjcij^ffl^5 7*777? 
25 i? >M£to K Z®&\Zte 0 . 4tJkPiT, ifJKttO. 1 
5*;UKT©Ji»«J*fc*fl§V»3;i£*«T€?3. 

u # v - a © ssi is 7j ffi 12 # k m m s n r . mmmizmm-Q 
mKJjm\z^?tihmm^m-e&z>o £ , u * y - a o » 
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% ? zmtttmiE Ktzmnm ic ?k jg & & jp a . itt^n 

^iD^Ti^tS7;i/f7^7 U^V-A (ML V);gfS 

5 ft, £*B^f£ft (U#y-A, 8>*B=6, F&fffi. 1998), 
M L V Z i% - JLU * G ? Z> * > 7 y > $ 1® & \Z & Dffbtil 
T £ 7. h^H^a iaot#6n57-yaz7 
^7'J^V-A(LUV)(D^f ntfeoTfeJ;^( Liposome 
Technology, 2nd edition, vol.1, 141, 1993). U # 7 - A © & 

10 S , 0>J « , 3 0 0 nm£(T. H < li 3 0 *e 2 0 0 
n mgSttfc 5. 

U # 7 - A K ft M «£ tt ^ St # lit A £ ft 5 . ft ffi ft tt tti K 
* U # V - A fc * AT S #S tt fc B ft 3 ft T , lit CIU 
fflW!Bte#fettV>Tttfc51fflpJtgTfc5. 04 A , 'J V - 

15 A»J*«ffc:7K»«tbTj61lPUTU#V-Art«8fci*A'LT 

*> «t v> . * & , y # v - a # j* ft, * y # ;n*i ft t p h 43 m 
-f*>ft"Bi«6&ttB*tt««*u#y-Artajtc»oji*-& 

£7j ft (Cancer Res., 49, 5922, 1989; BBA, 455, 269, 1976) 

20 fti'Sffl^'SItilUgi. 

'J#V-A©&IiK:ffi#£ft£S-frS#fe£LTtt, MS! 
tt#fc«*tt©'ft»*«[^*#»UJJ«V-AfcJfAT*5Erfe. 

25 # L £ ft , U^y-A0Ti/-f$ HSt^f ^-;Mt^i#i 
^SlftS-tf-SciilCck-pT, U#7--A£ia#T?&fifiiT£# 
ft # 3Hf 6 ft 3 . 1nW^<D?*- )V «©#•$•«, ft # © 7 5 

-f = -3-(2- 1! U v ;U -7 5 1 * ) 7* □ M * - h ( S P D P ) 



# 
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(Carlsson, J., et al., Biochem. J., 173, 723, 1978) ^>-f $ 
J y , ^^n7i^JHi7-h (Traut, R.R., et 

al., Biochemistry, 12, 3266, 1973) $f<Dit£Vo$:fcJfc2l£Z> 

#£K:<fc Off fc? : 

5 * > JS^^O'ft^^ti, ft # <D 1*1 ft 

^«Ett^ft-JHSffll^JSttJfI1f*5, ffi ft © l*J 

FStRf5$t5:i^Tf 5. M tl \Z , I 
10 gGSjfltJ4i^lH^'>>«0#|?F (ab ' ) 2 ft b , 

flfe C * * - ;U S U # V - A t (Z) » -& R « fij ffl f -6 d t 

£ S (Martin, F.J., et al., Biochemistry, 20, 4229, 1981). 
I gMCl^lIli^^-^^ffifJ. Biol. Chem., 257, 286, 
15 1 965) \Z 2p C , ilD!i^ftT JlSIjclTi^nS I g M 

s of cMftorx-frmzvisv - Atoms \zmm-?n 

£ U . # PI ¥ 5-304987 ^&$K|5msnfcGAH|rt#£ 
ffl ^ * « £ tt , F (ab ' ) 2 ^ ffi ^ 5 u t tfftm 

20 £tMJ#7-Ai®iB£tt, afiffctt, tttcD^W^ (pH 
6. 5 ~ 7 . 5) 4 ) T2~16P#P B 1K^^#Sdtlc:<fci9^ 

j& £ ft %> . 

u^v-Aii, ^ © m s . # u 7 ;i/ * p > if u 3 - )v u 
25 i/ > y u 3 - ;p t l t w: > i'ji?i/>^'j3-^ 

# U I f 1/ > ^ U n - ;i/ £ ffl U 5 d t ifl 0 £ L V> . 
^'Jif ^^'Jn-i^flli^l^tll, # ^ fi # 2 , 0 
0 0 ~ 7 , OOO^J^VggCt)®, # 2; L < « & 5 , 0 
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U # v - A tt . ±tz v 7 )i< * u > tf v ? - )\, n ft % $ ts 
ft^ltf^V-A^lOTl^f 5 K ft US K \Z 5 1 * x - x ^ 

5 ©*£{;:«, i§ # , #U7^+i/>^'j3-;HB»s^trft 

Fiis^^EtSuti: i.o . * u 7 ;mp 1/ > ^ u 
□ -;i/*»^*-frfc»j#7-A*«ig , rs^t*«T*a. # 
U 7 ;u * u > ^ u □ - ;i/ # £ ^ tr it & m t i> t \t , a # , 
10 I'jif i/^^'ja-jHSii, a> ^> * *g| \z ? * - ;Mfc nj 
ffi ft ft; £ Xtt * $i (3 ^^*^H*tt5.ft £ ft £ $ tf 5 
& # w a , #y x \t , # u 7 ;p * i/ > 9 u □ 
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SEQUENCE LISTING 



<110> $x.A7 t— ^$c5K;£*±(MITSUBISHI PHARMA CORPORATION) 

<i2o> %mmm 

<130> 02031W00 

<140> 
<141> 

<150> JP P2001-224596 
<151> 2001-07-25 

<160> 8 

<210> 1 

<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 1 

He Ser Ser Cys Gly Phe Tyr Trp Asn 
1 5 

<210> 2 
<2U> 12 
<212> PRT 

<213> Homo sapiens 



<400> 2 

He Gly Tyr He Tyr Tyr Ser Gly Ser Thr Tyr Tyr 
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1 



5 



10 



<210> 3 
<211> 9 
<212> PRT 

<213> Homo sapiens 
<400> 3 

Ser Thr Arg Leu Arg Gly Ala Asp Tyr 
1 5 

<210> 4 
<211> 17 
<212> PRT 

<213> Homo sapiens 
<400> 4 

Lys Ser Ser Gin Ser Val Leu Tyr Asn Ser Asn Asn Lys Lys Tyr Leu 

15 10 15 

Ala 



<210> 5 
<211> 7 
<212> PRT 

<213> Homo sapiens 
<400> 5 

Trp Ala Ser Thr Arg Glu Ser 
1 5 



<210> 6 
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<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 6 

Gin Gin Tyr Tyr Ser Thr Pro Trp Thr 
1 5 

<210> 7 
<211> 119 
<212> PRT 

<213> Homo sapiens 
<400> 7 

Gin Val Gin Leu Gin Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gin 

15 10 15 

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser He Ser Ser Cys 

20 25 30 

Gly Phe Tyr Trp Asn Trp lie Arg Gin His Pro Gly Lys Gly Leu Glu 

35 40 45 

Trp He Gly Tyr He Tyr Tyr Ser Gly Ser Thr Tyr Tyr Asn Pro Ser 

50 55 60 

Leu Lys Ser Arg Val Thr He Ser Leu Asp Thr Ser Lys Ser Gin Phe 
65 70 75 80 

Ser Leu Lys Leu Ser Ser Leu Thr Ala Ala Asp Thr Ala Val Tyr Tyr 

85 90 95 

Cys Ala Arg Ser Thr Arg Leu Arg Gly Ala Asp Tyr Trp Gly Gin Gly 

100 105 110 

Thr Met Val Thr Val Ser Ser 
115 



<210> 8 
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<211> 114 
<212> PRT 

<213> Homo sapiens 



<400> 8 

Asp He Val Met Thr Gin Ser Pro Asp Ser Leu Ala Val Ser Leu Gly 

1 .5 10 15 

Glu Arg Ala Thr lie Asn Cys Lys Ser Ser Gin Ser Val Leu Tyr Asn 

20 25 30 

Ser Asn Asn Lys Lys Tyr Leu Ala Trp Tyr Gin Gin Lys Pro Gly Gin 

35 40 45 

Pro Pro Lys Leu Leu He Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val 

50 55 60 

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr 
65 70 75 80 

He Ser Ser Leu Gin Ala Glu Asp Val Ala Val Tyr Tyr Cys Gin Gin 

85 90 95 

Tyr Tyr Ser Thr Pro Trp Thr Phe Gly Gin Gly Thr Lys Val Glu He 
100 105 110 

Lys Arg 
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